Supplementary Figure 3: Introducing mutations in exon 5 of PTEN. (A)
A predicted PTEN domain structure was adapted from [48] , which shows the core catalytic motif of PTEN (P-loop, in red). This motif is encoded by the 123 -131 aa "HCKAGKGRT" sequence which is part of exon 5 (85-164 aa). The DNA sequences of exon 5 (red capital letters) and 374 bp of the intron 4 (black lowercase letters) are shown in the box. Primer sequences used for T7 endonuclease I assay (595 bp) are highlighted in pink and purple. The gRNAs, gP1, gP2, and gP3, are highlighted in yellow, green, and, blue, respectively. Grey shows the core-motif encoding sequence. (B) 48 h post-transfection of RNP complex in THP-1 cells. Brightfield, cy3 and DAPI channels were shown in 1), 2), and 3). 4) depicts a combined channel of cy3 and DAPI and shows that RNP complexes overlap with chromosomes, indicating genome-editing occurred. (C) Gel photo of T7 endonuclease I assay of cells CRISPRed by gP1 (P1), gP2 (P2), gP3 (P3) and gN (N). The uncut PCR products (-) were electrophoresed with the T7-digested PCR products (+). P1 (+) yielded additional two fragments 432 bp and 163 bp; P2 (+) showed 396 bp and 199 bp; P3 (+) yielded 374 bp and 221 bp. N (+) did not have any bands similar to P1, P2, or P3.
Supplementary Figure 4: Quantification of pCREB A) and tCREB B) levels in parental cells, control cells and resistant cells.
The ratio between pCREB and tCREB has been shown in C. Data are presented as mean and standard deviation. **** p < 0.0001; ** p < 0.01 (t-test, two-tailed). 
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